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Richard Denison@environmentaldefense.org on 04/18/2003 04:08:57 PM

To: oppt.ncic@epamail.epa.gov, hpv.chemrtk@epamail.epa.gov, Rtk Chem/DC/USEPA/US@EPA, Karen
Boswell/DC/USEPA/US@EPA, Edwin.L.Mongan-1 @usa.dupont.com
cc lucierg@msn.com, kflorini@environmentaldefense.org, rdenison@environmentaldefense.org

Subject: Environmental Defense comments on Mononitriles Category

(Submitted via Internet 4/16/03 to oppt.ncic@epa.gov, hpv.chemrtk@epa.gov,
boswell.karen@epa.gov, chem.rtk@epa.gov, lucierg@msn.com and
Edwin.L.Mongan-1l@usa.dupont.com)

Envi ronment al Defense appreciates this opportunity to subnmit conments on
the robust summary/test plan for the Mnonitriles Category.

This test plan was prepared by Dupont and is well-witten and informative.
It covers four chemcals: 2-methyl-3-butenenitrile (16529-56-9),
2-pentenenitrile (25899-50-7, cis isonmer; 26294-98-4, trans isoner; and
13284-42-9, both isoners), 3-pentenenitrile (4635-87-4, both cis and trans
isoners) and 4-pentenenitrile (592-51-8). Mononitriles arise during the
synthesis of adiponitrile and nay be <considered inpurities, by-products,
-process streans or desired products of commercial value (i.e.
3-pentenenitrile). Those that are desired products and inpurities are
entirely consuned on-site, whereas portions of those that are byproducts

and process streams are sold for wuse as chemcal intermediates, according
to the sponsor.

Wiile we agree that the proposal for a category is scientifically

justified, we do not agree with all parts of the proposed test plan.
Specifically, we recomend that two nmenbers of the proposed category should
be tested for repeat dose/reproductive/devel opnental toxicity and for

chronosonal aberrations, rather than just one of the nenbers as proposed by
the sponsor. Specific coments are as follows:

1. Avail abl e data for biodegradation and aquatic toxicity indicate that
4-pentenenitrile has sonewhat different biological and/or physiochem ca
properties than the other three proposed category nenbers; it degrades
quickly in the environment, whereas the other nmenbers are quite resistant
to biohegradation. This finding raises the possibility that
4-pentenenitrile fornms netabolites not formed by the other members. Since
met aboli smdata is not provided in the test plan, there remains a
reasonable possibility that the metabolites and/or degradation products
possess  bi ol ogi cal activities different than those of the parent conpounds.
For this reason, we recommend that 4-pentenenitrile be tested along wth

2-pentenenitrile in cases where data for specific endpoints are not
avail abl e.

2. The revised test plan includes both the cis and trans isomers of
2-pentenenitrile. What is the isomeric conposition of the commercially
available material and what will be the conposition of the actual test
substance to be wused in the additional studies proposed by the sponsor?
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3. W comend the sponsor for providing an objective evaluation of the
adequacy of available data. The sponsor proposes using 2-pentenenitrile as
the prototypical nenber of the category for further studies, including a
combi ned reproductive/devel opmental /repeat dose study and an in vitro
chronosomal  aberration study. W agree with the selection of
2-pentenenitrile, but we also recommend that the sponsor conduct a combined
study using 4-pentenenitrile as a test substance for the reasons given in
point 1. Separate studies on these two nenbers of the proposed category
will provide data which likely spans the range of biological activities for
the entire mononitrile category, and hence will provide a reasonable
scientific basis for extrapolating to other nembers of the class

4. The rationale for the proposed nmononitrile category would be nore
convincing if gene expression data were available to denonstrate that al
menbers of the proposed category caused the sane pattern of gene expression
changes in an in vitro or in vivo system For exanple, if all four proposed
menbers elicited a common pattern of gene expression changes, then we woul d
agree that the proposed 2-pentenenitrile studies would be adequate to
fulfill BpPV requirenents.

5 We agree wth the sponsor that available data for ecological endpoints
is sufficient to fulfill requirements of the HPV program

6. The test plan includes data on worker exposure and safety practices
Wiile not explicitly required by the HPV program this kind of information
is helpful and consistent with the spirit of "Right to Know Initiatives"
W do note, however, that the AEL recommended by Dupont for workers is 0.3
ppm. Since the apparent NOEL is 0.3 ppmor |ess, we urge Dupont to
reconsider its recomended AEL and enforce a lower exposure level in the
wor kpl ace. In particular, we note that the exposure levels for
2-pentenenitrile experienced by ADN Production Operators were reported as
high as 0.79 ppm Oher plants and other exposure situations do not appear
to pose a health risk, based on the descriptions provided by the sponsor

1. If Dupont proposes to place all of these nononitriles into a single
category for hazard assessment purposes under the HPV program then for
purposes of risk assessment and worker safety evaluations, exposures to al
proposed nmenbers should be aggregated

Thank you for this opportunity to coment.

George Lucier, Ph.D.
Consul ting  Toxicol ogi st, Envi ronment al Def ense

Richard Denison, Ph.D
Seni or Scientist, Environnmental Def ense





